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Remarks 



Claims 1-89 were pending in the subject application. Claims 
1-65 and 74-88 have been withdrawn from consideration. By this 
amendment, applicants canceled claims 1-88 without disclaimer 
or prejudice and amended claim 89. Accordingly, claim 89, as 
amended, is pending and under examination upon entry of this 
response. 

Priority 

In the June 4, 2007 Office Action, the Examiner granted 
effective filing date April 21, 1989 for the subject matter in 
claims 66-68 and 7 0 based on the filing date of U.S. Serial 
No. 07/341,436. The Examiner further granted effective filing 
dates of December 24, 1986 for the subject matter in claim 69 
based on the filing date of U.S. Serial No. 06/946,365 and the 
effective filing date of November 13, 1991 for the subject 
matter of claims 71-73 and 89 based on the filing date of U.S. 
Serial No. 07/791,898. 

Applicants respectfully request that the subject matter of 
claim 89, as amended, be granted the April 21, 1989 effective 
filing date based on the filing date of U.S. Serial No. 
07/341,436. The subject matter of claim 89, is disclosed, 
inter alia, on page 5, lines 17 and 23 to 2 8; on page 8, line 
1 to page 9, line 9; and on page 28, line 27 to page 29, line 
3 of the '436 application. The '436 application, for example, 
provides ''In particular, the present invention relates to a 
method of regulating (enhancing or diminishing ) the activity 
of NF-KB in cells in which it is present and capable of acting 
as an intracellular messenger, as well as to substances or 
compositions useful in such a method." (emphasis added). 
Further, the '436 application provides "The present invention 
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In the Drawings 



Please cancel Figure 43 from the subject application under 
examination pursuant to M.P.E.P. §608.02(t). In accordance 
with M.P.E.P. §608.02 (t) a copy of annotated Figure 43 
surrounded by brackets and identified as ^'Canceled" is 
attached hereto as Exhibit A. 



Applicants: David Baltimore et al . 
Serial No.: 10/037,415 
Filed : January 4, 2002 

Page 7 of 48 

relates to a method of regulating or influencing transduction, 
by NF-KB, of extracellular signals into specific patterns of 
gene expression and, thus of regulating NF-KB-mediated gene 
expression in cells . . (emphasis added, page 5, lines 17-22). 
Finally, the M36 application provides that extracellular 
polypeptides including the cytokines IL-1 and TNF-a activate 
NF-KB binding (see page 22, lines 27-29). 

Accordingly, applicants maintain that the '43 6 application 
discloses the method recited in amended claim 89 and 
therefore, respectfully request that amended claim 89 be 
granted priority back to the filing date of the M36 
application, specifically, April 21, 1989. 

Pursuant to M.P.E.P §201.11 applicants have deleted the claim 
to benefit of applications filed earlier than U.S. Serial No. 
07/341,436, filed April 21, 1989. 

Rejections which are Now Moot 

The Examiner rejected claims 66-70 under 35 U.S.C. §101, as 
allegedly directed to non-statutory subject matter. Since 
claims 66-7 0 have been canceled, this rejection is moot. 

The Examiner rejected claims 66-68 and 70 under 35 U.S.C. 
§102 (b) as allegedly anticipated by the Physician's Desk 
Reference (PDR:1985) pages 1811-13; Griffith I (Griffith et 
al., Ann. Surg. 196 ( 9/82 ): 324-329 ) or Griffith II (Griffith et 
al., J. Thorac. Cardiovasc. Surg. 99 (12/84) : 952-957 ) as 
evidenced by Holschermann et al . , Circulation 96^ (12/97) 4232- 
4238. Since claims 66-68 and 70 have been canceled, this 
rejection is moot. 
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The Examiner rejected claims 66-67, 69 and 70 under 35 U.S.C. 
§102 (b) as allegedly anticipated by Gerscher et al . or Hunter 
et al . Since claims 66-67, 69 and 70 have been canceled, this 
rejection is moot. 

The Examiner rejected claims 71-72 under 3 5 U.S.C. §102 (b) as 
allegedly anticipated by Pasleau et al . Since claims 71-72 
have been canceled, this rejection is moot. 

The Examiner rejected claims 71-73 under 35 U.S.C. §102 (b) as 
allegedly anticipated by Cullen. Since claims 71-73 have been 
canceled, this rejection is moot. 

The Examiner rejected claims 71-72 under 35 U.S.C. §102 (b) as 
allegedly anticipated by Banerji et al . or Humphries et al . 
Since claims 71-72 have been canceled, this rejection is moot. 

The Examiner provisionally rejected claims 6 6-73 under 35 
U.S.C. §101 as allegedly claiming the same invention as that 
of claims 66-73 of copending Application No. 10/037,341. 
Since claims 66-73 have been canceled, this rejection is moot. 

The Examiner rejected claims 66-68 and 70 on the ground of 
nonstatutory obviousness -type double patenting as allegedly 
unpatentable over claims 1-5, 9-17, 20-63, 88-176 and 192-203 
of U.S. Patent No. 6,410,516. Since claims 66-68 and 70 have 
been canceled, this rejection is mopt. 
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REJECTIONS OF CLAIM 89 
Rejection under 35 U>S>C> §101 

In the June A, 2007 Office Action, the Examiner rejected claim 
89 under 35 U.S.C. § 101 as allegedly directed to non- 
statutory subject matter. The Examiner alleged that the levels 
and activity of NF-KB are regulated (increased or decreased) 
by normal metabolic processes and the function of NF-KB to act 
as an intracellular messenger to transmit signals that induce 
expression of target genes is likewise a natural process in 
cells of the human body. The Examiner alleged that ''the 
instant claims therefore read on naturally occurring phenomena 
which do not recite, or require, the hand of man." 

Appl i can ts ' Respons e 

In response, applicants respectfully traverse on the basis 
that amended claim 89 affirmatively recites a method for 
achieving a stated result which does not occur by natural 
phenomena. Accordingly, applicants respectfully request the 
Examiner to reconsider and withdraw the rejection of claim 89 
under 35 U.S.C. §101. 



Rejection imder 35 U,S,C> S102(b) 

In the June 4, 2007 Office Action, the Examiner rejected claim 
89 under 3 5 U.S.C. §102 (b) as allegedly anticipated by the 
Physician's Desk Reference (PDR:1985) pages 1811-13; Griffith 

I (Griffith et al . , Ann. Surg. 196 (9/82 ): 324-329 ) or Griffith 

II (Griffith et al . , J. Thorac . Cardiovasc . Surg. 99^ 
(12/84) : 952-957) as evidenced by Holschermann et al . , 
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Circulation 9^ (12/97) 4232-4238. The Examiner alleged that 
the conflicting claims are inherently anticipated by the prior 
art . 

Specifically, the Examiner alleged that PDR(1985), Griffith 
(I) and Griffith (II) "teach administration of cyclosporine A 
(CsA) to (into) cells in the cardiac patients, which is shown 
from the teachings of Holschermann to inherently regulate 
(reduce) NF-kB activity and this would inhibit (reduce) 
expression of genes whose transcription is regulated by NF-kB 
activity . " 



In response, the applicants' respectfully traverse. 



On page 7 of the June 4, 2007 Office Action, the Examiner 
alleged that Holschermann et al . provides extrinsic evidence 
that the PDR 1985, Griffith et al . I and Griffith et al . II 
references inherently anticipate the subject. Further, the 
Examiner alleges that Holschermann " et al. ''essentially 
repeated the tests disclosed in the Griffith I and II 
references by administering 3.4 + 0-3mg/kg/day CsA to cardiac 
transplant patients, resulting in blood levels of 681 + 17 6 
ng/ml . " The applicants respectfully traverse. Holschermann 
et al . did not "essentially" repeat the tests disclosed in 
Griffith et al . I and II. In this regard applicants direct 
the Examiner to the Declaration Under 37 C.F.R. § 1.132 of Dr. 
Inder Verma, attached as Exhibit B and previously filed in 
copending application U.S. Serial No. 10/037,341. As discussed 
in paragraphs 12 and 13 of the Declaration of Dr. Inder Verma, 
the protocol used by Holschermann et al . differs from the 
protocols used by Griffith et al . I and Griffith et al . II. 
Patients in the prior art studies did not receive the same 
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drug cocktail as those in Holschermann et al . and therefore it 
is unclear what effect, if any, CsA had on the patients. One 

skilled in the art would expect a cocktail of different active 
drugs, as described, to result in different patient outcomes. 
Certainly one skilled in the art would not understand results 
of a different protocol to explain what inherently happened in 
the prior art. 

Further, the PDR 1985 provides dosage and administration 
instructions for the use of CsA and discloses a specific 
protocol of administration: "^the initial does of Sandimmune 
(cyclosporine) Oral Solution should be given 4-12 hours prior 
to transplantation..." (emphasis added, page 1813, first 
column) . Likewise, the timing of administration of the drug 
cocktails differs between the prior art and Holschermann et 
al . as discussed in paragraph 13 of the Declaration of Dr. 
Inder Verma. Holschermann et al . do not begin CsA treatment 
until 3 to 4 days after surgery, a highly relevant departure 
from the studies described in the prior art. Therefore, not 
only does the prior art disclose pretreatment of subjects with 
CsA, but Holschermann et al. cannot be used to explain what 
occurred in the prior art . 

Further, on pages 7-8 of the June 4, 2007 Office Action, the 
Examiner alleged that Holschermann et al . ^^confirms that 
administering CsA to cardiac patients as taught by the prior 
art PDR 1985 and * Griffith I and II references necessarily 
inherently reduces NF-iCB activity (and binding of NF-kB to NF- 
KB recognition sites)." Specifically, the Examiner asserted 
that ''In cells obtained from transplant recipient during low 
baseline CsA blood levels (before CsA administration) , strong 
NF-KB binding activity was detected (Fig. 4) , whereas cells 
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separated from blood in the presence of high CsA 
concentrations exhibited decisively reduced NF-KB biding 
activity." The Examiner alleged that ^'Holshermann also showed 
that the administration of CsA to these patients as taught in 
the prior art PDR 1985 and Griffith I and II references 
reduced Tissue Factor (TF) gene transcription, which is 
recognized as being regulated by NF-kB: 'Indeed, the marked 
activation of the NF-kB transcription factor, which is known 
to play a major role in the regulation of the TF gene, was 
prevented in the presence of high CsA blood concentrations . ' 
Id. At 4237 . " 

As discussed in paragraphs 15 and 16 of the Declaration of Dr. 
Inder Verma and elaborated further below, Figures 3 and 4 of 
Holschermann et al . , which the Examiner has pointed to in 
alleged confirmation of the ability of CsA to reduce the 
levels of tissue factor (TF) purported to be regulated by NF- 
KB, cannot demonstrate that the administration of CsA as 
described by Holschermann et al . reduces expression of a gene 
that had been induced, as recited by claim 89. 

First, in Figure 3, the sample loaded into lane 2, which is 
derived from blood collected from patients prior to the daily 
CsA administration has no detectable level of mRNA. Further, 
it is only after a six hour incubation that one can observe a 
faint TF mRNA band, as indicated in lane 3. Notably, the 
sample collected from a patient after CsA administration and 
incubated for 6 hours shows no reduction in band intensity as 
shown in lane 6, It is only when the sample is incubated with 
LPS for 6 hours, can a prominent band be observed in lane 4, 
indicating an increase in TF mRNA transcription. These 
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results demonstrate that the administration of CsA prevented 
the induction of TF mRNA by LPS as is indicated by the faint 
band in lane 7. Therefore, Figure 3 of Holschermann et al . 
shows that CsA cannot reduce existing TF transcription, though 
it appears to prevent activation of TF. 

Likewise, comparision of these TF mRNA transcription results 
with those presented in Figure 4 demonstrate that CsA cannot 
reduce activated NF-kB. First, the samples depicted in the 
''prior to" panel cannot correlate with a sample ''prepared from 
blood mononuclear cells freshly isolated from transplant 
recipients before... . CsA administration" (Figure 4, legend) . If 
this were correct. Figure 3, lane 2, would depict the presence 
of TF mRNA, but it does not. The lack of activated TF mRNA, 
which is purported to be regulated by NF-kB, in samples 
obtained from patients prior to CsA administration indicates 
there is no activated NF-KB. The only conclusion that could 
correlate the results in Figure 3 to Figure 4 is that the 
samples obtained prior to CsA administration were incubated 
for 6 hours in the presence of LPS to stimulate NF-KB 
activity. In fact, in the legend for Table 2, such a step is 
described: "Mononuclear cell were isolated from peripheral 
blood samples of heart transplant recipients before and 4 
hours after CsA administration, respectively, and assayed for 
TF activity after 6 hours of incubation with LPS" (page 423 5) . 
Therefore, the only interpretation that can reconcile the 
intense NF-KB bands observed in the "prior to" sample in 
Figure 4 with the results shown in Figure 3 is that the 
samples underwent the 6 hour incubation with LPS. Otherwise, 
the disconnect between the lack of TF transcription (Figure 3, 
lane 2) compared to intense NF-KB bands observed in the "prior 
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to" samples in Figure 4 still exists. Since NF-KB has been 
shown to activate transcription of TF, the only reasonable 
explanation is the one provided above. Consequently, not only 
did Holschermann et al . not carry out the therapy protocols 
set forth in the prior art, but the data obtained by 
Holschermann et al . does not demonstrate that CsA reduced 
expression of a gene that had been induced, as recited by 
claim 89. 

Finally, as discussed in paragraph 17 of the Declaration of 
Dr. Inder Verma, the prior art references, PDR 1985, Griffith 
et al. I and Griffith et al. II do not provide enough detail 
to enable one of skill in the art to repeat their studies and 
arrive at the same results. The 1985 PDR provides dosage and 
administration instructions for the use of cyclosporine A. 
One of skill in the art would understand, that if one were to 
practice the method described in the 1985 PDR, one would 
observe a number of non- responsive patients or patients who 
exhibit adverse reactions (see table, page 1812) . Therefore, 
the inherent variability in patient response to CsA and lack 
of access to the same patients populations used in these 
studies render it impossible for one to repeat the studies 
described in the prior art and obtain the same results. The 
1985 PDR notes that "several study centers have found blood 
monitoring of cyclosporine useful in patient management" (page 
1813, second column) and Griffith et al . II emphasizes this 
point, noting ''the principal message is the lack of 
correlation between the dose of cyclosporine and the whole- 
blood level. Monitoring of the blood level in necessary to 
ensure that the administered dose provides a significant level 
of circulating cyclosporine" (page 954, first column) . Thus, 
the lack of availability of the patient populations used in 
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prior studies as well as the inherent variability in patients' 
responses to CsA would not enable one to practice the 1985 
PDR, Griffith et al . I and Griffith et al , II studies and 
arrive at the same result. 

Accordingly, claim 89 is not anticipated by the 1985 FDR, 
Griffith et al . I and Griffith et al . II and the rejection 
under 35 U.S.C. §102 should be withdrawn. 

Doubl e Patent ing - Obvi ou sne s s 

On page 14 of the June 4, 2007 Office Action, the Examiner 
provisionally rejected claim 89 under the doctrine of 
obviousness-type double patenting as unpatentable over claims 
1-5, 7-17, 20-63, 88-176 and 192-203 of U.S. Patent No. 
6,410,516. Also, on page 15 of the June 4, 2007 Office 
Action, the Examiner rejected claim 89 on the ground of 
nonstatutory obviousness -type doiible patenting as allegedly 
unpatentable over claims 66, 68 and 89-90 of copending U.S. 
Serial No. 10/037,341. The Examiner alleged that the 

conflicting claims are not patently distinct from each other. 

Further, applicants respectfully defer discussion of the 
provisional rejection until the obviousness -type double 
patenting rejection is the only rejection remaining in the 
present application. M.P.E.P. §804(1) (B). 
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SUPPIiEMENTAIi INFORMATION DISCLOSURE STATEMENT 

In accordance with their duty of disclosure xmder 37 C.F.R. 
§1,56, applicants direct the Examiner's attention to the 
following disclosures, which are listed on Form PTO-1449 
(Exhibit C) . Copies of all of the documents listed have been 
submitted in connection with U.S. Patent No. 6,410,516 and its 
in reexamination proceedings (Ex Pairte eexamination Control 
Nos. 90/007, 503, filed April 4, 2005, and 90/007,828, filed 
December 2, 2005), which documents are publicly available. The 
subject application claims benefit of the filing date of U.S. 
Patent No. 6,410,561 under 35 U.S.C. §120. Accordingly, 
copies of items 1-280 are not attached to this Supplemental 
Information Disclosure Statement but are readily available to 
the Examiner and to the public from the file history of U.S. 
Patent No. 6,410,516. 

1. June 9, 2006 Complaint, Ariad Pharmaceuticals, Inc. V. 
Jon W. Dudas, Civil Action l:06cv679 (CMH/BRP) ; 

2. July 12, 2006 Notice of Hearing, Ariad Pharmaceuticals, 
Inc. V. Jon W. Dudas, Civil Action l:06cv679 (CMH/BRP); 

3. August 2, 2006 Memorandum Of Law In Support Of 
Defendant's Motion To Dismiss Or In The Alternative For 
Summary Judgement And Opposition To Plaintiffs' Motion 
For Siimmary Judgment, Ariad Pharmaceuticals, Inc. V. Jon 
W. Dudas, Civil Action l:06cv679 (CMH/BRP); 

4. August 2, 2006 Statement Regarding Eli Lilly & Company's 
Motion To Intervene And For Leave To File, Ariad 
PharTnaceuticals, Jnc. V. Jon W. Dudas, Civil Action 
1 : 06cv679 (CMH/BRP) ; 

5. August 14, 2006 Notice Of Filing, Ariad Pharmaceuticals, 
Inc. V. Jon W. Dudas, Civil Action l:06cv679 (CMH/BRP); 
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6. August 14, 2006 Plaintiffs' Brief in Opposition To Motion 
To Intervene By Eli Lilly and Company, Ariad 
Pharmaceuticals, Inc. V. Jon W. Dudas, Civil Action 
l:06cv679 (CMH/BRP) ; 

7. August 14, 2 006 Plaintiffs' Brief In Reply To Defendant's 
Motion To Dismiss Or In the Alternative For Siimmary 
Judgment And Opposition To Plaintiffs' Motion For Summary 
Judgment, Ariad Pharmaceuticals, Inc. V. Jon W. Dudas, 
Civil Action l:06cv679 (CMH/BRP); 

8. August 28, 2006 Reply Memorandum In Support Of 
Defendant's Motion To Dismiss, Or, In the Alternative, 
For Summary Judgment, Ariad Pharmaceuticals r Inc. V. Jon 
W. Dudas, Civil Action l:06cv679; 

9. October 3, 2006 Order (Defendant's Motion to Dismiss), 
Ariad Pharmaceuticals, Inc. V. Jon W, Dudas, Civil Action 
1 : 06cv679 ; 

10. October 3, 2006 Order (Eli Lilly & Company's Motion to 
Intervene), Ariad Pharmaceuticals, Inc. V. Jon W. Dudas, 
Civil Action l:06cv679; 

11. August 2, 2006 Defendant Eli Lilly And Company's Pre- 
Trial Brief, Ariad Pharmaceuticals, Inc. V. Eli Lilly and 
Company, Civil Case 02 CV 11280 RWZ; 

12. August 2, 2006 Plaintiffs' Supplemental Trial Brief, 
Ariad Pharmaceuticals, Inc. V. Eli Lilly and Company, 
Civil Case 02 CV 11280 RWZ; 

13. September 11, 2006 Plaintiffs' Proposed Findings of Fact 
and Conclusions of Law on the issues of Inequitable 
Conduct, Indef initeness. Prosecution Laches, and Non- 
Patentable Subject Matter, Ariad Pharmaceuticals, Inc. V. 
Eli Lilly and Company, Civil Case 02 CV 11280 RWZ; 

14. September 11, 2006 Lilly's Post-Trial Proposed Findings 
Of Fact And Conclusions Of Law Relating To (1) Invalidity 
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Under 35 U.S.C. §101, (2) Unenforceability For 
Inequitable Conduct, And (3) Unenforceability For 
Prosecution Laches, Ariad Pharmaceuticals, Inc. V. Eli 
Lilly and Company, Civil Case 02 CV 11280 RWZ; 

15. September 29, 2006 Plaintiffs' Reply To Lilly's Proposed 
Findings of Fact And Conclusions of Law On the Issues of 
(1) Patentability Under 35 U.S.C. §010, (2) Inequitable 
Conduct, and (3) Prosecution Laches, Ariad 
Pharmaceuticals, Inc. V. Eli Lilly and Company, Civil 
Case 02 CV 11280 RWZ; 

16. September 29, 2006 Lilly's Response To Ariad' s Proposed 
Findings of Facts And Conclusions of Law, Ariad 
Phar-maceuticals, Inc. V. Eli Lilly and Company, Civil 
Case 02 CV 11280 RWZ; 

17. April 20, 2006 Complaint For Declaratory Judgment Of 
Patent Invalidity And Non- Infringement , Amgen, Inc. V. 
Ariad Pharmaceuticals, Inc., Civil Action No. 

18. April 20, 2006 Civil Cover Sheet, Amgen, Inc. V. Ariad 
Pharmaceuticals , Inc. , Civil Action CA ; 

19. April 20, 2006 Report On The Filing or Determination of 
an Action Regarding a Patent or Trademark, Amgen, Inc. V. 
Ariad Pharmaceuticals, Inc., Civil Action CA 06-259; 

20. June 14, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Motion To Dismiss For Lack of Subject Matter 
Jurisdiction, Failure To State a Claim, And Failure To 
Join Indispensable Parties, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

21. June 14, 2 006 Declaration of Laurie A, Allen (including 
Exhibits A-D) , Amgen, Inc. V. Ariad Pharmaceuticals , 
Inc., Civil Action 06-259-KAJ; 

22. June 14, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Opening Memorandum of Law In Support Of Its Motion To 
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Dismiss For Lack of Subject Matter Jurisdiction, Failure 
To State A Claim For which Relief May Be Granted, And 
Failure To Join Indispensable Parties (including Tab 1) , 
Amgen, Inc. V. Ariad Pharmaceuticals, Inc., Civil Action 
06-259-KAJ; 

23. June 28, 2006 Declaration of Paul Cantrell, Esq. Signed 
May 18, 2006, Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action No. l:06-cv-259 (KAJ) ; 

24. June 28, 2006 Declaration of Melanie K. Sharp (including 
Exhibits A-L) , Amgen, Inc. V. Ariad Pharmaceuticals , 
Inc., Civil Action No. l:06-cv-259 (KAJ) ; 

25. June 26, 2006 Declaration of Frank Ungemach (including 
Exhibits A-H) , Amgen, Inc. V. Ariad Pharmaceuticals , 
Inc., Civil Action No. l:06-cv-259 (KAJ) ; 

26. June 28, 2006 Plaintiffs' Opposition To Ariad' s Motion To 
Dismiss For Lack of Subject Matter Jurisdiction, Failure 
To State a Claim, And Failure to Join Indispensable 
Parties (including Exhibits A-D unreported cases) , Amgen, 
Inc. V. Ariad Pharmaceuticals , Inc. , Civil Action 06-259- 
KAJ; 

27. July 12, 2 006 Declaration of Fritz Casselman, Amgen, Inc. 
V. Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

28. July 13, 2006 Declaration of Patricia Carson, Amgen, Inc. 
V. Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

29. July 13, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Reply Memorandum of Law In Support of its Motion to 
Dismiss For Lack of Sxibject Matter Jurisdiction, Failure 
to State a Claim For Which Relief May Be Granted, And 
Failure To Join Necessary And Indispensable Parties, 
Amgen, Inc. V. Ariad Pharmaceuticals, Inc., Civil Action 
06-259-KAJ; 
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30. July 12, 2006 Supplemental Declaration of Laurie A. 

Allen, Amgen, Inc. V. Ariad Pharmaceuticals, Inc., Civil 

Action 06-259-KAJ; 
31- Proposed Final Pretrial Order, Amgen, Inc. V. Ariad 

Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

32. July 19,, 2006 Scheduling Order, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

33. July 19, 2006 Trial Management Order, Amgen, Inc. V. 
Ariad Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

34. July 21, 2006 Letter to Judge Jordan from Melanie K. 
Sharp of Young Conaway Stargatt & Taylor, LLP, Amgen, 
Inc. V. Ariad Pharmaceuticals, Inc., Civil Action 06-259- 
KAJ; 

35. July 25, 2006 Letter to Judge Jordan from Steven J. 
Balick of Ashby & Geddes, Amgen, Inc. V. Ariad 
Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

36. August 30, 2006 Letter to Judge Jordan from Steven J. 
Balick of Ashby & Geddes (including Exhibits A & B) , 
Amgen, Inc. V. Ariad Pharmaceuticals , Inc. , Civil Action 
06-259-KAJ; 

37. August 31, 2006 Letter to Judge Jordan from Melanie K. 
Sharp of Young Conaway Stargatt & Taylor, LLP (including 
Exhibits 1 & 2), Amgen, Inc. V. Ariad Pharmaceuticals, 
Inc., Civil Action 06-259-KAJ; 

38. September 13, 2006 Order, Amgen, Inc. V. Ariad 
Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

39. September 25, 2006 Defendant Ariad Pharmaceuticals, 
Inc.'s Motion Certification Pursuant to 28 U.S.C. 
§1292 (b), Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action 06-259-KAJ; 

40. September 25, 2006 Defendant Ariad Pharmaceuticals Inc . ' s 
Opening Memorandiom of Law In Support of Its Motion For 



Applicants: David Baltimore et al . 
Serial No.: 10/037,415 
Filed : January 4, 2002 

Page 21 of 48 

Certification Pursuant To 28 U.S.C, §1292 (b) , Amgen, Inc. 
V. Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

41. September 25, 2006 Ariad Pharmaceuticals, Inc . ' s Answer 
To Compliant, Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action 06-259-KAJ; 

42. September 25, 2006 Declaration of Elizabeth L. Rosenblatt 
In Support of Ariad Pharmaceuticals, Inc.'s Motion For 
Certification Pursuant To 28 U.S.C. §1292 (b) (including 
Exhibits A-Q) , Amgen, Inc. V. Ariad Pharmaceuticals , 
Inc., Civil Action 06-259-KAJ; 

43. October 2, 2006 Ariad Opposition Ex. A-C, Amgen, Inc. V. 
Ariad Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

44. October 10, 2006 Plaintiffs' Memorandum in Opposition To 
Ariad' s Motion For Certification Pursuant to 28 U.S.C. 
§1292 (b), Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action 06-259-KAJ; 

45. October 10, 2006 Amgen Appendix of Exhibits 1-2 To 
Pliantiffs' Memorandum in Opposition To Ariad' s Motion 
For Certification Pursuant to 28 U.S.C. §1292 (B) , Amgen, 
Inc. V. Ariad Pharmaceuticals, Inc., Civil Action 06-259- 
KAJ; 

46. October 12, 2006 Order, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

47. October 17, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Reply Memorandum of Law In Support Of Its Motion For 
Certification Pursuant To 28 U.S.C. §1292 (b) , Amgen, Inc. 
V. Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

48. November 3, 2006 Order, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

49. July 7, 2006 Plaintiffs' First Set of Interrogatories to 
Defendant, Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action 06-259-KAJ; 
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50. July 7, 2006 Plaintiffs' First Set of Requests for 
Production of Documents and Things to Defendant, Amffen, 
Inc, V. Ariad Pharmaceuticals, Inc., Civil Action 06-259- 
KAJ; 

51. July 26, 2006 Defendant's Rule 26(a)(1) Initial 
Disclosure, Amgen, Inc. V. Ariad Pharmaceuticals , Inc. , 
Civil Action 06-259-KAJ; 

52. July 26, 2006 Plainfiffs' Initial Disclosures Pursuant to 
Federal Rule of Civil Procedure 26(a)(1), Amgen, Inc. V. 
Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

53. August 7, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Responses And Objections to Plaintiffs' First Set of 
Requests For Production of Documents and Things to 
Defendant, Amgen, Inc. V. Ariad Pharmaceuticals, Inc., 
Civil Action 06-259-KAJ; 

54. September 27, 2006 Defendant Ariad Pharmaceuticals, 
Inc.'s First Supplemental Responses And Objections To 
Plaintiffs' First Set of Requests for Production of 
Documents And Things to Defendant, Amgen, Inc. V. Ariad 
Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

55. August 7, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
Responses And Objections To Plaintiff Amgen, Inc.'s First 
Set of Interrogatories to Defendant, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

56. September 27, 2006 Defendant Ariad Pharmaceuticals, 
Inc.'s First Supplemental Responses and Objections To 
Plaintiffs' First. Set Of Requests for Production of 
Documents and Things to Defendant, Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

57. October 11, 2006 Defendant Ariad Pharmaceuticals, Inc.'s 
First Supplemental Responses and Objections to Plaintiff 
Amgen, Inc.'s First Set of Interrogatories to Defendant, 
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Amgen, Inc. V. Ariad Pharmaceuticals , Inc. , Civil Action 
06-259-KAJ; 

58. October 26, 2006 Stipulated Protective Order Pursuant To 
Federal Rule of Civil Procedure 26(c), Amgen, Inc. V. 
Ariad Pharmaceuticals, Inc., Civil Action 06-259-KAJ"; 

59. July 12, 2006 Telephone Conference before Honorable Kent 
A. Jordan, U.S.D.C.J., Amgen, Inc. V. Ariad 
Pharmaceuticals, Inc., Civil Action 06-259-KAJ; 

60. September 11, 2006 Motions Hearing before Honorable Rent 
A. Jordan, U.S.D.C.J., Amgen, Inc. V. Ariad 
Pharmaceuticals , Inc. , Civil Action 06-259-KAJ; 

61. November 3, 2006 Motion Hearing before Honorable Kent A. 
Jordan, U.S.D.C.J., Amgen, Inc. V. Ariad Pharmaceuticals, 
Inc., Civil Action 06-259-KAJ; 

62. January 22, 2007 Declaration of Elizabeth L. Rosenblatt 
in Support of Ariad Pharma., Inc , ' s Motion to Stay 
Litigation Pending Conclusion of Reexamination 
Proceedings in the Patent and Trademark Office, Amgen, 
Inc. et al. v. Ariad Pharma., Inc., CA No. 06-259-*** 
(MPT) ; 

63. January 23, 2007 Defendant Ariad Pharma., Inc.'s Motion 
to Stay Litigation Pending Conclusion of Reexamination 
Proceedings in the Patent and Trademark Office, Amgen, 
Inc. et al. v. Ariad Pharma., Inc., CA No. 06-259-*** 
(MPT) ; 

64. January 23, 2007 Defendant Ariad Pharma., Inc.'s Opening 
Memorandum of Law in Support of Its Motion to Stay 
Litigation Pending Conclusion of Reexamination 
Proceedings in the Patent and Trademark Office (including 
Exhibits A-G) , Amgen, Inc. et al . v. Ariad Pharma., Inc., 
CA No. 06-259-*** (MPT); 
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65. January 31, 2007 Plaintiffs' First Set of Requests for 
Admission to Defendant, Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No . 06-259-*** (MPT) ; 

66. February 20, 2007 Transcript of Oral Argument Hearing 
before Hon. Mary Pat Thynge, U.S. Magistrate Judge, 
Amgen, Inc. et al . v. Ariad Pharma. , Inc., CA No. 06-259- 
*** (MPT) ; 

67. February 22, 2007 Defendant Ariad Pharma., Inc. ' s First 
Set of Requests for Production of Documents, Amgen, Inc. 
et al. V. Ariad Pharma., Inc., CA No. 06-259-MPT; 

68. February 22, 2007 Defendant Ariad Pharma., Inc.'s First 
Set of Interrogatories, Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No. 06-259-MPT; 

69. March 7, 2007 Defendant Ariad Pharma., Inc.'s Responses 
and Objections to Plaintiffs' First Set of Requests for 
Admission to Defendant, Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No . 06-259-MPT; 

70. March 26, 2007 Plaintiffs' Responses to Defendant's First 
Set of Requests for Production of Documents, Amgen, Inc. 
et al. V. Ariad Pharma., Inc., CA No. 06-259-MPT; 

71. March 26, 2007 Plaintiffs* Responses and Objections to 
Ariad' s First Set of Interrogatories, Amgen, Inc. et al . 
V, Ariad Pharma., Inc., CA No. 06-259-MPT; 

72. April 3, 2007 Plaintiffs' Multi-Media Materials 
(Technology Tutorial), Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No. 06-259-MPT; 

73. April 3, 2007 Notice of Filing of Multi-Media Materials 
(Plaintiffs' Technology Tutorial), Amgen, Inc. et al . v. 
Ariad Pharma . , Inc., CANo. 06-259-MPT; 

74. April 3, 2007 Notice of Filing of Multimedia Materials 
(including Tabs A and B) , Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CANo. 06-259-MPT; 
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75. April 3, 2007 Ariad Pharma. , Inc. Technology Tutorial, 
Amgen, Inc. et al . v. Ariad Pharma. , Inc., CA No. 06-259- 
MPT; 

76. April 12, 2007 Defendant Ariad Pharma., Inc . ' s Second 
Supplemental Responses and Objections to Plaintiffs' 
First Set of Interrogatories to Defendant, Amgen, Inc. et 
al. V. Ariad Pharma., Inc., CA No. 06-259-MPT; 

77. April 13, 2007 Amended Complaint for Declaratory Judgment 
of Patent Invalidity and Non- Infringement , Amgen, Inc. et 
al. V. Ariad Pharma. , Inc., CA No. 06-259-MPT; 

78. April 13, 2007 Second Amended Complaint for Declaratory 
Judgment of Patent Invalidity and Non-Inf ringement , and 
Unenforceability, Amgen, Inc. et al . v. Ariad Pharma., 
Inc., CA No. 06-259-MPT; 

79. April 13, 2007 Answer to Amended Complaint, Counterclaim 
and Demand for Jury Trial, Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No . 06-259-MPT; 

80. April 17, 2 007 Letter to Judge Thynge from Steven J. 
Balick, Esq., Amgen, Inc. et al . v. Ariad Pharma., Inc., 
CA No. 06-259-MPT; 

81- April 19, 2007 Defendant and Counterclaim Plaintiff 
Ariad' s Second Set of Requests for Production of 
Documents to Amgen, Amgen, Inc. et al . v. Ariad Pharma., 
Inc., CA No. 06-259-MPT; 

82. April 20, 2007 Defendant Ariad Pharma., Inc.'s First 
Supplemental Responses and Objections to Plaintiffs' 
First Set of Requests for Admission to Defendant, Amgen, 
Inc. et al. v. Ariad Pharma., Inc., CA No. 06-259-MPT; 

83. April 23, 2007 Plaintiffs' First Supplemental Responses 
and Objections to Ariad 's First Set of Interrogatories, 
Amgen, Inc. et al . v. Ariad Pharma., Inc., CA No. 06-259- 
MPT; 
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84. May 1, 2 007 Amgen's Technology Tutorial, Amgen, Inc. et 
al. V. Ariad Pharma., Inc., CA No. 06-259-MPT; 

85. May 1, 2007 Ariad Pharma., Inc. Technology Tutorial, 
Amgen, Inc. et al . v. Ariad Pharma., Inc., CA No. 06-259- 
MPT; 

86. May 1, 2007 Transcript of Tutorial Hearing before Hon. 
Mary Pat Thynge, U.S. Magistrate Judge, Amgen, Inc. et 
al. V. Ariad Pharma., Inc., CA No. 06-259-MPT; 

87. May 3, 2007 Amgen Entities' Reply to Ariad, Harvard, MIT, 
and Whitehead's Counterclaim, Amgen, Inc. et al . v. Ariad 
Pharma., Inc., CA No. 06-259-MPT; 

88. Bottero et al . (2006) "NF-KB and the regulation of 
hematopoiesis, " Cell Death and Differentiation, 13: 785- 
797; 

89. Doucas et al . (2000) "Cytoplasmic catalytic subunit of 
protein kinase A mediates cross-repression by NF-KB and 
the glucocorticoid receptor," PNAS, 91 {22) : 11893-11898; 

90. Withoff, S. et al . "Regulating the Master Regulator NF- 
kB: From Natural Strategies to Rationally Designed 
Superdrugs." in: Ghosh, S., Handbook of Transcription 
Factor NF-kappaB (Boca Raton, FL, CRC Press, 2007), pp. 
195-211; 

91. Berry et al . , "la, 25-Dihydroxyvitamin D3 Stimulates 
Phyophorylation of IkBa and Synergizes with TPA to Induce 
Nuclear Translocation of NFkB during Monocytic 
Differentiation of NB4 Leukemia Cells, Experimental Cell 
Research 272, 176-184 (2002); 

92. Lepper et al . , "Clinical implications of antibiotic- 
induced endotoxin release in septic shock". Intensive 
Care Med (2002), 28:824-833; 

93. Shenep and Mogan, "Kinetics of Endotoxin Relaese During 
Antibiotic Therapy For Experimental Gram-Negative 
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Bacterial Sepsis", The Journal of Infectious Diseases, 
Vol. 150, No. 3, (1984) 380-388; 

94. July 6, 2 007 Finding of Facts And Conclusions of Law, 
Ariad Pharamaceuticals , Inc. v. Eli-Lilly & Co., U.S. 
District Court, District of Massachusetts, CV-02-11280- 
RWZ 

95. April 17, 2007 Deposition of Harvey J. Berger, M.D., 
Aitigen, Inc. et al . v. Ariad Pharmaceuticals, Inc. et al . , 
D. Del. Civil Action No. 06-2 59 -MPT; 

96. April 20, 2007 Videotaped Deposition of Chen-Ming Fan, 
Amgen, Inc. et al . v. Ariad Pharmaceuticals, Inc. et al . , 
D. Del. Civil Action No. 06-259-MPT; 

97. April 24, 2007 Videotaped Deposition of Jonathan H. 
Lebowitz, Ph.D., Amgen, Inc. et al . v. Ariad 
Pharmaceuticals, Inc. et al . , D. Del. Civil Action No. 
06-259-MPT; 

98. April 27, 2007 Videotaped Deposition of Harinder Singh, 
Ph.D., Amgen, Inc. et al . v. Ariad Pharmaceuticals, Inc. 
et al., D. Del. Civil Action No. 06-259-MPT; 

99. May 3, 2007 Videotaped Deposition of Ranjan Sen, Ph.D., 
Amgen, Inc. et al. v. Ariad Pharmaceuticals, Inc. et al . , 
D. Del. Civil Action No. 06-259-MPT; 

100- May 16, 2007 Videotaped Deposition of Phillip A. Sharp, 
Ph.D., Amgen, Inc. et al . v. Ariad Pharmaceuticals, Inc. 
et al., D. Del. Civil Action No. 06-259-MPT; 

101. May 25, 2007 Videotaped Deposition of Albert S. Baldwin, 
Jr., Ph.D., Amgen, Inc. et al . v. Ariad Pharmaceuticals, 
Inc. et al., D. Del. Civil Action No. 06-259-MPT; 

102. June 7, 2007 Videotaped Deposition of Michael J. Lenardo, 
M.D., Amgen, Inc. et al . v. Ariad Pharmaceuticals, Inc. 
et al., D. Del. Civil Action No. 06-259-MPT; 
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103. May 8/ 2007 Defendant Ariad Pharmaceuticals, Inc.'s. Third 
Supplemental Responses and Objections To Plaintiffs' 
First Set Of Interrogatories To Defendant, Amgen, Inc. et 
al . V. Ariad Pharmaceuticals, Inc. et al . , D. Del. Civil 
Action No. 0 6-2 59 -MPT; 

104. May 30, 2007 Defendant Ariad Pharmaceuticals, Inc.'s 
Second Supplemental Responses And Objections To 
Plaintiff's First Set of Requests For Admission To 
Defendant, Amgen, Inc. et al . v. Ariad Pharmaceuticals, 
Inc. et al., D. Del. Civil Action No. 06-259-MPT; 

105. May 30, 2007 letter to Judge Thynge from Melanie K. Sharp 
of Young Conaway Stargatt & Taylor, LLP, Amgen, Inc. et 
al. V. Ariad Pharmaceuticals, Inc. et al . , D. Del. Civil 
Action No. 06-259-MPT; 

106. May 31, 2007 letter to Judge Thynge from Steven J. Balick 
of Ashby & Geddes, Amgen, Inc. et al . v. Ariad 
Pharmaceuticals, Inc. et al . , D. Del. Civil Action No. 
06-259-MPT; 

107. June 5, 2007 Wyeth's Reply To Ariad Pharmaceuticals, 
Inc., Massachusetts Institute of Technology, The 
President And Fellows of Harvard College, and The 
Whitehead Institute for Biomedical Research's 
Counterclaim, Amgen, Inc. et al . v. Ariad 
Pharmaceuticals, Inc. et al . , D. Del. Civil Action No, 
06-259-MPT; 

108. June 14, 2007 Amgen Entities' Second Supplemental 
Responses And Objections To Ariad' s First Set of 
Interrogatories: NOS. 1, 2, 5, 6 & 12, Amgen, Inc. et al . 
V. Ariad Pharmaceuticals, Inc. et al . , D. Del, Civil 
Action No. 06-259-MPT; 

109. Abramson, S. et al . , ''Modes of action of aspirin-like 
drugs", Proc. Natl. Acad. Sci . USA (1985) 82:7227-7231; 
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110. Baeuerle, P. A., "The Inducible Transcription Activator 
NF-kB: Regulation by Distinct Protein Subunits", 
Biochimica Biophysica. Acta. (1991) 1072:63-80; 

111. Baldwin, A.S., "Two Transcription Factors, NF-kB and 
H2TF1, Interact With a Single Regulatory Sequence In the 
Class I major Histocompatibility Complex Promoter", Proc . 
Natl. sci. USA, (1988) 85:723-727; 

112. Beutler, B. et al . , "Control of Cachectin (Tumor Necrosis 
Factor) Synthesis: Mechanisms of Endotoxin Resistence", 
Science (1986) 232:977-980; 

113. Bielinska, A. et al . , ^^Regulation of Gene Expression with 
Double- Stranded Phosphorothioate Oligonucleotides" , 
Science (1990) 250:997-1000; 

114. Brini, A.T., et al . , ^Cyclosporin A inhibits induction of 
IIj-2 receptor a chain expression by affecting activation 
of NF-KB-like factor) s) in cultured human T lymphocytes", 
Eur. Cytokine Net. (1990) 1:131-139; 

115. Chedid, M. And Mizel, S.B., "Involvement of Cyclic AMP- 
Dependent Protein Kinases in the Signal Transduction 
Pathway for Interleukin-1 " Molecular And Cellular Biology 
(1990) 10:3824-3827; 

116. Colston, K. et al. "'1, 25-Dihydroxyvitamin D3 and 
Malignant Melanoma: The Presence of Receptors and 
Inhibition of Cell Growth in Culture" Endocrinology 
(1981) 108:1083-1086; 

117. Devary, Y. et al . , "NF-kB Activation by Ultraviolet Light 
Not Dependent on a Nuclear Signal" Science (1993) 
261:1442-1445; 

118. Dew, MJ, "Maintenance of remission in ulcerative colitis 
with 5-amino salicylic acid in high doses by mouth" 
British Medical Journal (1983) 287:23-24; 
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119. Dobrilla, G. et al . , ''Is Ethanol Metabolism Affected by 
Oral Administration of Cimetidine and Ranitidine at 
Therapeutic Doses?" Hepato-gastorenterol (1984) 31:35-37; 

120. Eck, S.D. et al . , "Inhibition of Phorbol Ester-Induced 
Cellular Adhesion by Competitive Binding of NF-kB In 
Vivo" Molecular and Cellular Biology (1993) 13:6530-653 6; 

121. Edbrooke, M.R. et al . , "Identification of cis-Acting 
Sequences Responsible for Phorbol Ester Induction of 
Human Serixm Amyloid A Gene Expression via a Nuclear 
Factor KB-Like Transcription Factor" Molecular and 
Cellular Biology (1989) 9:1908-1916; 

122. Emmel, E.A. et al . , ''Cyclosporin A Specifically Inhibits 
Function of Nuclear Proteins Involved in T Cell 
Activation" Science (1989) 246:1617-1620; 

123- Giri, J.G. et al . , ''Interleukin 1-Mediated Induction of 

K-Light Chain Synthesis And Surface Immunoglobulin 

Expression of Pre-B Cells" The Journal of Immunology 

(1984) 132:223-228; 
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cyclosporine for cardiac transplantation" J. Thorac 

Cardiovasc Surg (1984) 88:952-957; 

126. Griffith [2], B.P., et al . , ''Cardiac Transplantation with 
Cyclosporin A and Prednisone" Ann. Surg. (1982) 196:324- 
329; 

127. Hahn, E.O. et al . , ''Effect of Cortisone on Acute 
Streptococcal infections And Post-Streptococcal 
Complications"^" Streptococcal Disease Laboratory (1950) 
pp. 274-281; 
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128. Holick, M.F. et al . , ^^Identification of 1,25- 
Dihydroxycholecalcif erol , a Form of Vitamin D3 
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